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Faulding  Pharmaceutical Co.
A subsidiary of Fauiding  Inc.

11 Commerce Drive
Cranford, New Jersey 07016

: fi Worldofljealth  1 ”,.‘(’ Telephone (908) 709 1200
_ . kicslmile  (908) 709 4150

Mr. Douglas L. Sporn
Director
Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration (HFD-600)
7500 Standish Place, Room 286
Rockville, Maryland 20855

Re: Docket No. 99P-2252/CPI

Dear Mr. Sporn:

I am writing to respond to your letter of October 22, 1999, regarding the above

suitability petition and to request that FDA immediately approve our petition as required by

law so that Faulding Pharmaceutical Co. can submit its ANDA for pamidronate disodium.

FDA is required to act on suitability petitions within 90 days. FDA’s failure to rule on our

suitability petition within the required go-day review period is preventing us from

submitting our ANDA and obtaining approval of this important product.

Your letter states that the petition cannot be evaluated because we need to submit

additional information to determine whether pediatric studies are necessary. As you are

aware, our regulatory counsel, Hyman, Phelps & McNamara, PC., wrote to Dr. Woodcock

on October 7, 1999, explaining that FDA cannot legally require pediatric studies in a

suitability petition. Therefore, we ask that you review our petition in accordance with the

q9&2252 Cr
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applicable legal standards set forth in the statute and FDA’s regulations. Section

505@(2)(C) of the Act states that FDA “shall” approve a suitability petition for a different

dosage form unless “investiaations  must be conducted to show the safety and effectiveness

of the drug or any of its active ingredients, the route of administration, the dosage form, or

strength which differ from the listed drug.” (Emphasis added.)

FDA’s regulations define the term “investigations must be conducted” to mean that

“information derived from animal or clinical studies is necessary to show that the drug

product is safe or effective.” 21 C.F.R. 5 314.93(e)(2). Nowhere in section 505(j)(2)(C) or

21 C.F.R. 0 3 14.93 is there any requirement for pediatric labeling information nor is there

any grant of authority in the statute to require more information in a suitability petition than

that set forth in section 505(j)(Z)(C).

The statute requires FDA to act on a suitability petition with 90 days. Our suitability

petition contains all of the information required by the applicable statutory and regulatory

provisions, 21 U.S.C. 8 355(j)(2)(C) and 21 C.F.R. $314.93. Since our petition was

submitted on July 8, 1999, a substantive response from the agency is overdue. Whatever

the legal merits of requiring pediatric labeling on generic drugs, instead of requiring such

labeling on the innovator product first -- and there is none -- attempting to require pediatric

labeling here, where the change in dosage form requested in our petition has no likelihood

of increasing pediatric usage, would not only be illegal but would not advance any
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Rather, here, both the innovator product and our product would be administered to patients

in the form of an injectable solution.

We look forward to your prompt and favorable reconsideration of this matter. A

copy of the October 7 letter to Dr. Woodcock is attached for your convenience.

Sincerely,

YHeike Maaser, Ph.D.
” Director, Regulatory Affairs

Ph: (908) 93 l-3806
Fax: (908) 709-4150

Enclosure
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October 7,1999

Janet Woodcock, M.D.
Director
Center for Drug Evaluation and Research (HFD-00 1)
Food and Drug Administration
Woodmont Office Complex 2
145 1 Rockville Pike, Room 6027
Rockville, Maryland 20852

Dear Dr. Woodcock:

HAQ* BEN NCQAAS
JENNIFER a. DAVIS
JOHN A. GILBERT. JR.
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We are writing because the Food and Drug Administration (FDA) is apparently
about to embark on a new policy initiative involving pediatric labeling that is illegal. FDA
should abandon this new policy and inform the regulated industry of the decision.

The matter at issue in.volves FDA’s denial, or intended denial, of suitability petitions
for abbreviated new drug applications (ANDAs). The basis for the agency’s action is the
view that pediatric labeling is required for the proposed drug products. * One of the
suitability petitions was submitted by our client, Faulding Pharmaceuticals, Inc. (Faulding).

I FDA’s pediatric labeling regulation, Regulations Requiring Manufacturers to Assess
the Safety and Effectiveness of New Drugs and Biological Products in Pediatric
Patients, was published on December 2, 1998, and became effective on’Apri1  i,
1999. 63 Fed. Reg. 66632.
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The petition, dated July 6, 1999, requested authorization to submit an ANDA for three
strengths of pamidronate disodium injection in a ready to use solution. The reference listed
drug, Nova&is  Pharmaceuticals Corporation’s (Novartis’) Aredia@,  pamidronate disodium
for injection, 30 mg and 90 mg per vial, is a lyophihzed powder to be reconstituted prior to
use, and is thus considered a different dosage form. We have learned that the agency.
intends to deny Faulding’s petition on the ground that Faulding’s proposed product requires
pediatric Iabeling. We are writing to express our profound disagreement with the legal
analysis underlying the agency’s decision.’

Section 505@(2)(C)  of the Federal Food, Drug, and Cosmetic Act (FDC Act)
provides a mechanism by which a company may petition FDA for permission to submit an
ANDA for a drug product that differs fkom the listed drug by active ingredient, route of
administration, dosage form or strength. See 21 U.S.C.  $355@(2)(C).  The section states
that FDA “shall” approve the petition unless it finds

(i) that investigations must be conducted to show the safety and effectiveness of the
drug or of any of its active ingredients, the route of administration, the dosage form,
or strength which differ from the listed drug; or

(ii) that any drug with a different active ingredient may not be adequately evaluated
for approval as safe and effective on the basis of the information required to be
submitted in an abbreviated application.

@. $ 355(j)(2)(C)(i)-@).

There are several points to note with respect to the language of this section. First, it
is not discretionary. It imposes a duty on FDA to approve suitability petitions for which
safety and effectiveness investigations are not needed. a. 9 355@(2)(C)  c[tJhe Secretary
&a.Jl approve such a petition unless.. .“)  (emphasis added). The mandatory nature of FDA
approval of a petition meeting the statutory conditions is the same as, and is in fact a part
of, the mandatory approval requirement for ANDAs meeting the statutorily specified

2 We have learned that FDA recently withdrew its prior approval of a suitability
petition filed by Andxx Pharmaceuticals, Inc. for a change from a capsule to a tablet
dosage form for omeprazole delayed release capsules, I.0 mg and 20 mg. Although
FDA had granted the petition on December 3, 1998, FDA has now withdrawn that
approval on the ground that An&x failed to fiIe an ANDA prior to the effective date
of the pediatric labeling regulation on April 1, 1999. This action by FDA confiis
our information that FDA has embarked on an unlawful course of action.
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content standards, & 6 355@(2)(A) (‘?Jhe  Secretary may not require that an abbreviated
application contain information in addition to that required by clauses (i) through (viii)“),
!j 3550’)(5)*

Second, the language of clause (i) is clear that the relevant “investigations” are those
necessary to demonstrate the safety and effectiveness of the change in the proposed drug
from the listed drug. The section’s legislative history accords with this interpretation:
“The FDA must approve a petition to submit an ANDA for a differing generic drug unless
clinical studies are needed to show the safety and effectiveness of the change.” H. Rep.
857(l), 98* Cong., 2d Sess., at 23 (1984) (emphasis added).

FDA has incorporated this - correct -
section 505@(2)(C).

understanding in its regulations implementing
Information required to be included in a suitability petition is

information to “demonstrate that the change from the listed drug requested for the proposed
‘drug product may be adequately evaluated for approval without data from investigations to
show the proposed drug product’s safety or effectiveness . . . .” 57 Fed. Reg. 17950,
1795 1-52 (Apr. 28, 1992). The regulation specifically defmes the phrase “investigations
must be conducted” to mean that “information derived f?om animal or clinical studies is
necessary to show that the drug product is safe or effective. Such information may be
contained in published or unpublished reports.” 21 C-F-R 9 3 14.93(e)(2). The terms
“safe” and “effective” have always been applied in the context of the conditions for use
“prescribed, recommended., or suggested in the proposed labeling. . . .” 21 U.S.C. 5 355(d).
Cieneric  drugs are, by Iaw, required to have the same labeling as the innovator product
except for differences permitted by a suitability petition or because the generic drug is
produced or manufactured by a different company. &j. $355@(2)(A)(v).  Because the
brand name product here, Aredia@,  is not labeled for pediatric use, Faulding’s generic
pamidronate cannot be required to have pediatic labeling until the brand name product
does.

For reasons that FDA has never explained, the agency has broadened its
interpretation of the safety and effectiveness investigations in the suitability petition context
to include not only those needed to support the change in the proposed drug product, but
those needed to support a pediatric labeling requirement. In the preamble to the foal rule
establishing the pediatric labeling requirement, in response to a comment questioning the
impact of the rule on generic drugs, FDA stated:

This rule does not impose any requirements on studies submitted in support of
applications for generic copies of approved drugs that meet the requirements of
section SOS(j)  of the act. FDA also does not currently require bioequivalence studies
to be conducted in children for generic drugs.
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However, the agency noted that

. . . petitions submitted under section 505@(2)(C) for a change in active ingredient,
dosage form, or route of administration may be denied if ‘investigations must be
conducted to show the safety and effectiveness of the change. Thus, if a petition is
submitted for a change that would require a pediatric study under this rule, the
petition may be denied.

63 Fed. Reg. at 66640-41.

It is likely that FDA’s rationale for denying Faulding’s suitability petition stems
from this preamble statement. However, the preamble statement does not support the
agency’s apparent position. The preamble says that “if a petition is submitted for a change
that would require a pediatric study” then the petition may be denied. A petition to change
.the dosage form of a drug is not for “a change that would require a pediatric study.” There
is nothing inherent in a change of dosage form that requires a pediatric study. Therefore,
the petitions in question, including Faulding’s, are not “for a change that would require a
pediatric study.”

Moreover, even if the preamble statement supported the agency’s position, the logic
of the position is flawed and misconceives the language and purpose of section
505(j)(2)(C). The underlying implication of FDA’s view is that, in deciding whether a drug
may be the subject of an ANDA, and therefore exempt fkom the pediatric labeling
requirement, FDA will first decide if pediatric labeling is required. Not only is such
reasoning circular, but it represents an impermissible attempt by FDA to rewrite the
statutory standards for generic drugs. FDA may not impose additional requirements for
gekeric drugs that are unrelated to those specified in the statute. Denying a suitability
petition in order to require an ANDA to contain idonnation other than that specified in
sections 505@(2)(A) and (C) directly contradicts the statutory prohibition against requiring
“information in addition to” that specified in those skctions.

In fact, FDA’s approach makes section 505@(2)(C) a nullity for most changes it is
intended to authorize. An application for a drug that differs from the listed drug in active
ingredient, dosage form, route of administration, or strength may be approved as an ANDA
only if a suitability petition is granted. If a suitability petition is denied because studies are
necessary, then the application must be submitted under section 505(b), presumably as a
“505(b)(2) application.” See 21 C.F.R. 5 3 14.54. Yet, the agency takes the position that
pediatric labeling must be considered for changes in active ingredient, dosage form, route
of adm.in.istration,  and dosing regimen. The result of FDA’s interpretation is to make it
impossible to obtain ANDA approval for any change other than a change in strength
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unaccompanied by a change in dosing regimen. In other words, section SOS(j)(Z)(C) as a
pathway to ANDA approval has, for all practical purposes, been eliminated.

FDA achieves this illogicaI and illegal result by misreading the language and .
purpose of section SOS(i)(Z)(C). Congress provided that specified generic drugs, i.e., those
with changes corn listed drugs in active ingredient, dosage form, strength, or route of
administration, are eligible for ANDA approval through the suitability petition process.
This statutory eligibility exists unless investigations are necessary to demonstrate the safety
and effectiveness of “the change” in the proposed drug product. Such investigations are
necessary, in the case of changes in route of administration, dosage form, or strength, only
if the submitter of a suitability petition fails to include *onnation to show that the changed
drug product “can be expected to have the same therapeutic effect as the reference Xisted
drug when administered to patients for each condition of use in the reference listed drug’s
labeling for which the applicant seeks approval.” 21 C.F.R. § 3 14.93(d)(2). Thus, a
suitability petition cannot be denied on the ground that further information is necessary to
evaluate the safety and effectiveness of a changed drug in conditions of use not in the
reference listed drug’s labehng.

FDA’s denial of a suitability petition for an otherwise eligible change in the
reference Iisted drug to force the applicant to provide information on pediatric use cannot
be justified by reliance on 21 C.F.R 3 3 14.93(e). That provision was not intended to, and
legally cannot, expand the agency’s statutory authority to include denial of a suitability
petition based on a finding that “investigations” are necessary for reasons unrelated to the
statutorily authorized change that is the subject of a petition. If this were not so, then there
would be no limit to the types of NDA-related requirements the agency could impose as a
condition to obtaining “ANDA”  approval of changes for which Congress authorized
suitability petitions. But, the “investigations” exception to the statutory eligibility standard
for ANDAs for changed drugs was plainly not meant to be -- as it is in FDA’s current
approach -- a back-door to the imposition of testing obligations having no relationship to
the changes Congress identified. Moreover, even on its own terms, FDA’s reasoning is
indefensible. Nothing in the pediatric labeling regulation for NDA drugs provides that
“investigations” are always necessary to support pediatric labeling. Therefore, even
assuming the agency could properly consider pediatric use under section 505@(2(C) at all,
FDA could not deny a suitabihty petition for, e.g., a change in dosage form on the ground
that “investigations must be conducted” to evaluate the change in relation to pediatric use,
because under the agency’s own regulations such use must only be supported by
“adequate” data, which may or may not consist of “inves’tigations.”

FDA’s unlawful interpretation of section 505(j)(2)(C) is likely to have the practical
effect, not of eliciting better pediatric labeling, but of nullif$ng the utility of the suitability
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petition for ANDAs. Congress believed that changes in a listed drug should be permitted in
generic products to enable generic drug companies to offer, and physicians and pharmacists
to prescribe and dispense, pharmaceutical alternatives to existing products. However, if the
price of obtaining approval of a modified drug is meeting the pediatric labeling
requirements applicable to NDAs, the choice generic drug companies will make in most
cases wiI1 be to forego the change.

Finally, FDA’s interpretation is illegal because it violates the agency’s own
regulations. As originally proposed, the pediatk  labeling requirement applied only to
original applications for new chemical entities, 62 Fed. Reg. 43 900,43 903 (Aug. 151997).
In the final rule, the scope of the requirement was expanded to include pediatric use
*information for “each application for a new active ingredient, new indication, new dosage
form, new dosing regimen, or new route of administration.” 21 C.F.R. $3 14.55(a). FDA
reasoned that

A new indication or dosage form for a previously approved drug, e.g., could be far
more relevant to pediatric patients than the originally approved product. From a
public health standpoint, FDA cannot just@ the distinction in the proposal between
new chemical entities and never-before approved biologics, on one hand, and
significant modifications of those products, on the other hand.

63 Fed. Reg. at 66640.

However, FDA did not revise the ANDA provisions of the regulations.
Notwithstanding the expanded scope of the rule, the pediatric labehng regulation uses the
term “application,” and not “abbreviated application.” 21 C.F.R. $ 3 14.55. Both of these
terms are defined in FDA’s regulations at Part 3 14. ‘Application” is defmed for purposes
of Part 3 14, which includes the pediatric labeling requirement, as “an application described
under 6 3 14.50,” that is, an NDA, whereas “abbreviated application” is defined as “an
application described under § 3 14.94,” that is, an ANDA. T h u s ,  b y  i t sSee id. 5 3 14.3(b).
terms, the pediatric labeling regulation only applies to NDAs and not to ANDAs.

Moreover, even assuming there were a basis for applying 5 3 14.55 to an ANDA,  and
there is none, Faulding’s proposed product, a solution, can hardly be viewed as representing
a “significant modification” of Nova&’  product, which is a lyopbilized powder. A
solution is merely a dissolved powder. This is the standard type of change for which
suitability petitions are ordinarily submitted and approved.

Jn sum, notwithstanding the agency’s policy preferences, FDA is required to apply
the statute as it is written. The statute requires approval of a suitability petition unless
clinical investigations are necessary. Clinical investigations relating to pediatric use are not
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necessary to evaluate suitability petitions unless it can be said that FDA’s retisa1 to
approve a suitability petition without one makes them necessary. I’&  circular reason&
simply rewrites the statute at the expense of the generic manufacturers entitled under the
statute to obtain ANDA approval via the suitability petition process. Section 505@(2)(C)
is e-licit that the changes identified are permissible in an ANDA  for a drug with labeJ.ing
that is the same as that of the listed drug. FDA may not unilaterally subvert this avenue of
approval for generic drugs by imposing an extra-statutory pediatric studies and labeling
requirement.

We would appreciate the agency’s prompt reconsideration of this issue. FDA’s
apparent decision to force generic manufacturers to submit pediatric labeling for new
dosage forms is unsupported by the statute and is illegal.

Sincerely,

Robert A Dormer

RADItee

cc: Robert J. Temple, M.D.
Margaret Jane Porter
Diane Murphy, M.D.
Douglas L. Spom


